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The article in Diabetes Care by Singer 
et al. (1) elegantly showed that 
higher adiponectin was indepen- 
dently associated with increased all-cause 
mortality in elderly subjects with type 2 
diabetes mellitus (T2DM). This was in 
contrary to the authors' hypothesis that 
higher adiponectin level would be associ- 
ated with lower all-cause mortality given 
the anti-inflammation, antiatherogenic, and 
insulin-sensitizing properties of adiponec- 
tin. The authors alluded to the important 
association between elevated adiponectin 
and chronic kidney disease, which could 
have contributed to increased mortality. 
However, they conceded that the lack of di- 
rect measure of renal function was a limita- 
tion in their study (1). 

In support of the observation of 
Singer et al, we would like to highlight 
two previous studies on both type 1 
diabetes and T2DM that reported positive 
association between adiponectin, degree 
of albuminuria, and elevated serum cre- 
atinine. Looker et al. (2) demonstrated 
that in 1 ,069 Pima Indians T2DM, urinary 


albumin-to-creatinine ratio, and serum 
creatinine were positively correlated 
with adiponectin (Spearman r = 0.43, 
P < 0.0001 and r = 0.37, P < 0.0001, 
respectively). Saraheimo et al. (3) ex- 
tended similar observation to 189 type 1 
diabetic patients from the Finnish Dia- 
betic Nephropathy Study. Adiponectin 
concentrations were higher in patients 
with macroalbuminuria (19.8 ± 12.0 
mg/L) than in patients with microalbumi- 
nuria (13.1 ± 4.8 mg/L) or normoalbu- 
minuria (11.8 ± 4.2 mg/L) (P < 0.001). 
The association was unaffected by adjust- 
ment for multiple confounders. Even 
though Singer et al. did not measure renal 
filtration function directly, subjects with 
higher mortality showed higher adipo- 
nectin and greater degree of albuminuria 
(Table 1 in ref. 1). The latter was expected 
to be positively associated with serum cre- 
atinine. Hence, it was conceivable that 
renal impairment (manifesting as albumin- 
uria or the closely associated impaired 
renal filtration function, albeit unob- 
served in Singer et al.) might have con- 
tributed meaningfully to the increased 
mortality. 

Notably, several large prospective 
studies also validated the positive 
relationship between adiponectin and mor- 
tality (4). Proposed mechanisms to explain 
elevated adiponectin in chronic kidney dis- 
ease included resistance to adiponectin 
action, reduced renal clearance of adipo- 
nectin and compensatory increase in 
adiponectin as a "response to metabolic 
injury." Taken together, evolving body of 
evidence suggested that adiponectin 
might be a biomarker potentially useful 
in clinical practice to identify diabetic in- 
dividuals at risk for adverse outcome. 
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